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and support. This same method is currently being adopted in 
the UK for a number of adaptive radiotherapy trials and this 
will assist in establishing new evidence for adaptive 
radiotherapy and the community will be prepared for routine 
implementation if the results favour an adaptive approach. 
It is important to consider the role of QA together with audit 
programmes both during the implementation phase and also 
on a routine basis following the implementation of the new 
evidence based standards. RTTs are a key component of this 
process within the multi-professional team. 
Conclusion  
Utilisation of national recommendations or clinical trial 
processes ensure that new standards are developed and 
implemented safely and accurately. There is sometimes a 
tendency to slowly adopt new technologies and evidenced 
based practice into routine practice but by having national 
protocols, quality assurance and multi-centre clinical trials, 
new standards can be implemented timely, appropriately and 
safely. 
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Purpose or Objective: Very recently, the DAHANCA, EORTC, 
GORTEC, HKNPCSG, NCIC CTG, NCRI, NRG Oncology and TROG 
consensus guidelines for delineating organs at risk (OARs) in 
the head and neck region have been published (1). The 
purpose of this study was to investigate whether these 
international consensus guidelines improved delineation 
quality among observers. 
 
Material and Methods: Ten radiation oncologists, considered 
experts in the field, were asked to delineate 20 different 
OARs on CT images (2 mm slice thickness) in two delineation 
sessions. The first session was performed in 2013 without the 
use of any predefined guidelines. The second session was 
performed in 2015 just after publication of the consensus 
guidelines. The observer variation was measured in 3D by 
measuring the distance between the median delineated OAR 
and each individual delineated OAR (2). The variation in 
distance of each OAR was expressed as a standard deviation 
(SD). Furthermore, to assess the overlap between observers 
the concordance index (CI) was calculated. The CI has values 
ranging from 0 for no overlap to 1 for perfect agreement 
between all observers (3). 
 
Results: Seven observers delineated most of the contours in 
the first and second session. Five observers delineated 14 
OARs in both delineation sessions. For fair comparison 
between first and second delineation session, observer 
variability was only calculated among the five observers who 
delineated all 14 OARs in both sessions. The average 3D 
variation in distance for the first and second session was 3.0 
mm and 2.1 mm (1 SD), respectively (Table 1).  
 
 
Out of 14 OARs, 11 OARs showed reduced 3D variation 
(reduction range 0.3-3.7 mm) using the consensus guidelines. 
The largest reduction of 3.7 mm was seen for the oral cavity, 
from 5.8 mm to 2.1 mm (Figure 1). 
 
For 3 OARs (i.e. both submandibular glands and the chiasm) 
the 3D variation was larger using the guidelines (range 0.2-
1.0 mm). For the first and second session, the average CI was 
0.29 and 0.40, respectively (Table 1). For 11 OARs an 
improvement of the CI was seen (improvement range 0.03 – 
0.31). The largest improvement was again seen for the oral 
cavity from 0.36 to 0.67. For 3 OARs the CI became worse. 
For the submandibular glands the differences were however 
small; 0.05. 
 
Conclusion: The use of the consensus guidelines for head and 
neck OARs reduced observer variation for most OARs 
investigated. This stresses the importance to use uniform 
internationally accepted guidelines in daily clinical practice, 
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to support consistent reporting of dose-volume data and 
NTCP-models. However, further improvement of delineation 
quality can be achieved by training and education, and a 
more consistent use of these guidelines. References: 1. 
Brouwer et al., Radiother Oncol 2015 aug 13 (ahead of print). 
2. Steenbakkers et al., Int J Radiat Oncol Biol Phys. 
2006;64:435-48. 3. Hanna GG et al., Clin Oncol. 2010;22:515–
525. 
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Locally advanced NSCLC is a heterogeneous disease both with 
regard of the staging and the tumor behavior. In order to 
improve outcome, combinations of radiation (RT) with 
cytotoxic drugs to modulate RT-induced cytotoxicity were 
introduced and are now standard of care. Also in many other 
malignancies combined modality has shown to improve 
outcome and has become standard of care. These treatment 
options are in particular of benefit in patients that can 
tolerate such treatment regimens. Improvements have been 
made both in chemotherapy and the radiotherapy. However, 
co-morbidities and the observed increased normal tissue 
toxicity limit the use of potent chemoradiotherapy 
approaches. In order to enhance the therapeutic window, 
tumor targeted strategies are needed to allow tumor 
radiosensitization while not affecting normal tissue. This 
warrants the evaluation of the potential of novel targeted 
radiosensitizers with tumor targeted properties. The main 
mechanism by which both radiation and cisplatin kill tumor 
cells is by an accumulation of un- or misrepaired DNA 
damage. PARP inhibitors increase radiation and 
chemotherapy (cisplatin) response in preclinical studies 
including lung cancer models. PARP inhibitors have been 
shown to specifically kill homologous recombination deficient 
tumor cells as single agent. ATM mutations are expected to 
affect DSB repair and homologous recombination status 
therefore amplifying damage induced by the combined PARP 
inhibitor radiation treatment. Thus tumor targeted treatment 
and radio-chemosensitization in lung cancer could be 
achieved in the presence of frequently observed ATM gene 
mutations in lung cancer. Olaparib exhibits low systemic 
toxicity profiles when given as monotherapy. When combined 
with cisplatin and RT enhanced toxicity is anticipated, 
necessitating careful dose- and schedule-finding and 
development and validation of supporting pharmacodynamic 
markers. Such approach could also serve as a template for 
other promising radiosensitizers, for example DNA-PK, ATM 
and ATR inhibitors of kinases that are key mediators of the 
so-called DNA damage response (DDR). 
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Increased understanding of the molecular mechanisms 
underlying tumour and normal cell radiosensitivity has led to 
the identification of a variety of potential targets for rational 
intervention. These are based on the “hallmarks of cancer”, 
eight biological capabilities acquired during the multistep 
development of human tumours. Among these, targeting the 
DNA damage response represents an attractive strategy, 
especially in tumours that contain mutations in specific 
components of the DNA repair pathway, such as BRCA1 and 
BRCA2. In addition to their use as single agents, inhibitors of 
the DNA damage response, when combined with radiation 
could increase tumour response while sparing the normal 
tissue. 
Poly(ADP-ribose) polymerase (PARP) inhibitors affect DNA 
repair and thus are good candidates for combined use with 
DNA damaging agents. Indeed, PARP inhibitors increase 
radiation and chemotherapy responses in preclinical studies. 
As a single agent they have been shown to specifically kill 
homologous recombination (HR) deficient tumour cells. A 
large variety of tumour-specific mutations, such as in BRCA or 
ATM, affect double strand break repair and HR status and 
therefore amplify the damage induced by the combined PARP 
inhibitor radiation treatment. We found that the PARP 
inhibitor olaparib induced radiosensitisation in mouse breast 
cancer cells and in a panel of human head and neck cancer 
cell lines at much lower doses than those required for its 
single agent activity. Importantly, at these low doses olaparib 
prevented PAR induction by radiation. Also, the extent of 
radiosensitisation by olaparib depended on the integrity of 
the HR pathway, as witnessed by the difference in olaparib 
dose required to induce radiosensitisation in BRCA2-deficient 
versus BRCA2-complemented cells. 
We have designed 3 phase I-II studies evaluating the safety 
and tolerability of olaparib, in combination with radiotherapy 
in locally advanced breast cancer, non-small cell lung cancer 
and head and neck cancer. Dose-escalation according to the 
TITE-CRM design allows the evaluation of late toxicity and 
ensures continuous patient accrual. In support of these trials, 
biomarkers for the radiosensitisation efficacy of PARP 
inhibitors have been developed and are evaluated. Tumour 
and normal tissue samples are collected from all patients to 
measure PARP inhibition and γH2AX foci formation. These 
measurements will help to guide the dose-escalation strategy 
used in these trials. 
 
SP-0298  
Phase I Results of  PARPi (Olaparib) + RT + Cetuximab in 
LAHNSCC 
D. Raben1
1University of Colorado Health, Medical Oncology, Aurora, 
USA 
,  D. Bowles1, T. Waxweiler2, S. Karam2, A. Jimeno1 
2University of Colorado Health, Radiation Oncology, Aurora, 
USA 
 
DNA repair within cancers contributes to radioresistance and 
is a concept across all histology’s. Cancer cells employ rapid 
and efficient methods for repairing damaged single and 
double strand DNA breaks from radiation and chemotherapy. 
Can we take advantage of this survival mechanism? One 
strategy incorporates the use of poly(ADP-ribose) polymerase 
(PARP) inhibitors. What do we know about PARP? PARP 
inhibition sparked interest in oncology based in part on the 
concept of “synthetic lethality” in which cancer cells with 
pre-existing deficiencies in homologous-recombination 
pathways (e.g. BRCA mutations) exhibit highly selective 
cytotoxicity to single agent PARP inhibitors in contrast to 
normal cells – a differentiation that radiation oncologists find 
attractive and might provide an opportunity with radiation 
based studies for locally advanced cancers. Building upon the 
synthetic lethality story, PARP inhibitors show promise as 
radiosensitizers by directly preventing cancer cells from 
repairing stress induced DNA damage. In the preclinical 
setting, our data suggested enhanced sensitivity to PARP(I) 
monotherapy as well as when combined with radiation across 
a variety of HNSCC lines known to be HPV negative many 
groups have shown the ability of PARP inhibitors to sensitize 
a variety of histology’s, both p53 wild type and null, to 
radiation in both in vitro and in vivo settings. The data seems 
to suggest that the levels of PARP inhibition required to 
enhance radiation may be significantly lower than when used 
